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DETAILED ACTION 

This action is in response to paper filed 22 November 2004. 
Claims 21-38 are under consideration in this action. 

Information Disclosure Statement 
A signed copy of the IDS paper filed 1 1/22/2004 is enclosed. 

Objections Withdrawn 
Drawings 

The drawings were objected to under 37 CFR 1 .83(a) because Figures 3- 5 
contain unclear graph lines which will not reproduce well. Additionally, the captions 
referred to color and sequences. 

Applicant has submitted replacement figures that have clear lines, do not refer to 
colors, and identify the SEQ ID#s. 

Claim 2 was objected to under 37 CFR 1 .75(c), as being of improper dependent 
form for failing to further limit the subject matter of a previous claim. 
Applicant has canceled the claim. 

Rejections Withdrawn 

The text of those sections of Title 35, U.S. Code not included in this action can 
be found in a prior Office action. 

Claim Rejections - 35 USC §112 
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The following is a quotation of the first paragraph of 35 U.S.C. 112: 

The specification shall contain a written description of the invention, and of the manner and process of 
making and using it, in such full, clear, concise, and exact terms as to enable any person skilled in the 
art to which it pertains, or with which it is most nearly connected, to make and use the same and shall 
set forth the best mode contemplated by the inventor of carrying out his invention. 

Claims 1 and 2 were rejected under 35 U.S.C. 112, second paragraph, as being 
indefinite for failing to particularly point out and distinctly claim the subject matter which 
applicant regards as the invention. 

Applicant has canceled the claims. 

Claims 1 and 2 were rejected under 35 U.S.C. 112, first paragraph, as failing to 
comply with the written description requirement. The claim(s) contains subject matter 
which was not described in the specification in such a way as to reasonably convey to 
one skilled in the relevant art that the inventor(s), at the time the application was filed, 
had possession of the claimed invention. 

The claims have been canceled. 

Claim Rejections - 35 USC § 102 

Claims 1 and 2 were rejected under 35 U.S.C. 102(b) as being anticipated by 
Wiepreht. 

The claims have been canceled. 
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New Rejections 
New Matter 
Claim Rejections - 35 USC §112 

The text of those sections of Title 35, U.S. Code not included in this action can 
be found in a prior Office action. 

Claims 21-29 are rejected under 35 U.S.C. 1 12, first paragraph, as failing to 
comply with the written description requirement. The claim(s) contains subject matter 
which was not described in the specification in such a way as to reasonably convey to 
one skilled in the relevant art that the inventor(s), at the time the application was filed, 
had possession of the claimed invention. 

Applicant has amended the claims to recite "hydropathy values" in place 
"hydrophobic" and "hydrophilic" as well as requiring the values to be of the "side chains". 

Support for this amendment is not seen by the examiner and Applicant is 
requested to specifically point it out. 

Claim Rejections - 35 USC §112 

The following is a quotation of the second paragraph of 35 U.S.C. 112: 

The specification shall conclude with one or more claims particularly pointing out and distinctly 
claiming the subject matter which the applicant regards as his invention. 

Claims 21-29 are rejected under 35 U.S.C. 1 12, second paragraph, as being 

indefinite for failing to particularly point out and distinctly claim the subject matter which 

applicant regards as the invention. It is not clear what amino acids are required by 
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formula in claim 21 . There appears to be disagreement between textbooks and page 3 
of the specification when using limitation in the claim as written. 

For example, it is noted that tryptophan is allowed on page 3 in position 2 as 
hydrophobic but is not allowed by claim 21 which requires a positive hydropathy value 
(tryptophan has a negative hydropathy value, Lehninger, page 113). 

Claim Rejections - 35 USC §112 

Claims 21-38 are rejected under 35 U.S.C. 1 12, first paragraph, because the 
specification does not reasonably provide enablement for all peptides that are contained 
in the genus of peptides that have the motif of claim 21 or fusion proteins that comprise 
the motif. The specification does not enable any person skilled in the art to which it 
pertains, or with which it is most nearly connected, to make the invention commensurate 
with these claims. 

Instant claims are evaluated for enablement based on the Wands analysis. 
Many of the factors regarding undue experimentation have been summarized in In re 
Wands, 858 F.2d 731 ,8 USPQ2d 1400 ( Fed.Circ.1988 ) as follows: 

(1 ) the nature of the invention, (2) the state of the prior art, (3) the predictability 
or lack thereof in the art, (4) the amount of direction or guidance present, (5) the 
presence or absence of working examples, (6) the quantity of experimentation 
necessary, (7) the relative skill of those in the art, and (8) the breadth of the claims. 
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The claims are drawn to a 12-mer motif that enables a peptide to be cell 
permeable (claim 21). The claims are also drawn to fusion peptides comprising the 12- 
mer motif that include hormones, structural proteins plasma proteins etc. The claims 
dependent claims include any polypeptide that comprises the 12-mer motif. 

The prior art does not teach 12-mer peptides that have the recited 
hydrophobic/hydrophilic formula that are a genus of discrete peptides that have the 
recited function. Structures associated with membrane permeability properties have 
been noted, see Wiepreht (abstract and first page, from IDS). As taught in Wiepreht, 
even though a core structure was used, each substitution had to be tested to determine 
the change to the property of the peptide. Even knowing a structure/formula for a motif 
that leads to permeability, Wiepreht had to test each mutation to determine any change 
in permeability. 

Applicant only provides examples of HBV peptides from the same protein that 
have similar hydrophobic/hydrophilic assignments in the region of interest (see Figures 
3- 5). 

The only working example shows in Example 4 DHBV 12-mer peptide linked to 
GFP functions in vitro. The other example, Example 1 , does not show that the 
bioactivity is specific for the CPP because the control tests a different protein so it 
cannot be ruled out the PLAP has the same function as a CPP. 

Both claim 21 and 30 read on more than just this one sequence. 

There are no examples of a synthetic peptide (not derived from HBV) that have 
the claimed property or the showing of the motif in other known proteins where the 
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function can be correlated to the same property. There is not a showing that the motif 
confers the claimed property. Furthermore, the ambiguity of where to assign residues 
that fall into different groups, makes it impossible to know what structure the formula 
requires to have the claimed function or how to interpret a sequence and determine that 
it does fall within the claimed formula. This will lead to extensive experimentation 
because many peptides can be interpreted as both comprising the formula and not 
comprising the formula. 

Applicant has not shown that the 12-mer peptide by itself is able to function as 
claimed. 

There are no examples of the range of other polypeptides encompassed by the 
claims (any fusion protein, structural peptides, interferons, cytokines, TNF, plasma 
proteins, etc.). Applicant has not shown that linking the 12-mer to any other polypeptide 
will be able to be transported into the cell. The other polypeptides are large and small 
and have complex structures and it is not known that they can be taken up by the cell 
when attached to the CPP. 

The scope of example provided is not commensurate with the claims which read 
on the large number possible 12-mer peptides that fit the motif and the large range of 
fusion proteins claimed. 

Applicant has shown one example (# 4) of fusion protein but this example is not 
commensurate in scope with the claims because GFP is well known as a marker and is 
known to be stable in cells. The claims are drawn to any fusion protein comprising the 
motif and it is not known if any protein can be carried across the membrane. 
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Furthermore, many proteins, especially larger proteins, have complex structures would 
not have termini that are exposed when the 12-mer is linked to it and thus will not be 
transported across the cell membrane. 

There is no evidence that this motif works on all cell types and in vivo. 

Thus, it would require undue experimentation to determine the possible peptides 
that function as claimed by the motif and determine if all the possible fusion proteins 
work to make and use the invention as now claimed. 



Claim Rejections - 35 USC §112 

Claims 21-29 and 31-38 are rejected under 35 U.S.C. 112, first paragraph, as 
containing subject matter which was not described in the specification in such a way as 
to reasonably convey to one skilled in the relevant art that the inventor(s), at the time 
the application was filed, had possession of the claimed invention. In the instant 
disclosure, the applicants have only disclosed the sequence identified as SEQ ID NO: 4 
(DHBV) which is directed to the cell permeability peptide (CPP) linked to a second 
polypeptide (Example 4). No other sequences which "comprise, comprises, or 
comprising" SEQ ID NO: 4 were disclosed. The specification does not set forth the 
metes and bounds that encompass the motif of claim 21 , there is not enough 
information about it in literature either to guide the one of skill in the art to predict the 
undisclosed peptides will function as claimed. Therefore, a written description of the 
other claimed sequences encompassed by the motif are required. Also, a written 
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description of the other claimed sequences of fusion proteins that comprise SEQ ID NO: 
4 should be disclosed to overcome this rejection. See also University of California v. Eli 
Lilly and Co., 43 USPQ2d 1398 (Fed. Cir. 1997), which teaches that the disclosure of a 
process for obtaining cDNA from a particular organism and the description of the 
encoded protein fail to provide an adequate written description of the actual cDNA from 
that organism which would encode the protein from that organism, despite the 
disclosure of a cDNA encoding that protein from another organism. The instant 
application fits the pattern of University of California v. Eli Lilly and Co. for the following 
reasons: 

Applicant shows one peptide from HBV and states that it contains a motif and that the 
motif can be used to determine any member of the genus of other peptides with the 
same function. Applicant describes one fusion protein (Example 4) but claims any 
protein that comprises that sequence. 

35 USC 1 12 requires inter alia that a patent specification contain a written 
description of the invention and the manner and process of making and using it "in such 
full clear and concise terms as to enable one skilled in the art ... to make and use" the 
invention. Case law has made it clear that the requirements for a "written description" 
and an "enabling disclosure" are separate. For example, where a specification contains 
sufficient information to enable a skilled chemist to produce a particular compound 
because it gives detailed information on how to produce analogous compounds but it 
makes no reference to the compound in question, the "written description" requirement 
has not been met even though the description may be enabling. 
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With the exception of the fusion polypeptide in Example 4 comprising the 
fragment DHBV surface protein, the skilled artisan cannot envision the encompassed 
peptides that are not HBV derived or all possible polypeptides that can be linked to it. 

Therefore, the claims do not meet the written description provision of 35 USC 
112, first paragraph. 

Claim Rejections - 35 USC § 102 

The following is a quotation of the appropriate paragraphs of 35 U.S.C. 102 that 
form the basis for the rejections under this section made in this Office action: 

A person shall be entitled to a patent unless - 

J (b) the invention was patented or described in a printed publication in this or a foreign country or in public 

use or on sale in this country, more than one year prior to the date of application for patent in the United 
States. 

Claims 22, 23, 27, 31 , 32, and 36 are rejected under 35 U.S.C. 102(b) as 
anticipated by Hildt et al. (1995 Oncogene, from IDS). 

The claims are drawn to a fusion protein comprising a virus coat fragment and a 
cell permeability peptide that has the formula as recited in claim 21 or is defined by the 
sequence ID#s recited in claim 30. The claims are treated as product by process and 
require only a polypeptide that comprises the sequence of the motif or SEQ ID# 
because once the polypeptide is made, it reads on any peptide that contains the 
sequence. 

Hildt et al. teach that the region of preS/S that is important for dimerization is the 
region of residues 41 -52 (page 2063, column 1 , third full paragraph, the same sequence 
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as SEQ ID# 2 of the application and same motif of the formula of claim 21). This region 
is expressed as a larger polypeptide of a structural protein (Figure 4). 
Thus, Hildt etal. anticipate the claimed invention. 

Claims 21-23, and 27 is rejected under 35 U.S.C. 102(b) as being anticipated by 
Van Nieuwstadt et at. (WO 98/50426). 

Claim 21 is drawn to a 12-mer peptide with residues as defined in the claim. 

The hydropathy values used are those of hydrophobic and hydrophilic (positions 
2, 5, and 9 are any of A, M, C, F, L, V, or I and positions 3, 4, 8, and 1 1 are any but A, 
M, C, F, L, V, or I, the remaining positions can be any residue). 

Nieuwstadt et al. disclose a peptide SIQTAFNQGAGT (page 31 , line 10) and that 
this peptide is contained in a viral structural protein (Figure 8). 

Thus, Nieuwstadt etal. anticipate the claimed invention. 

Claim 21 is rejected under 35 U.S.C. 102(b) as being anticipated by Evotec 
Biosystems (DE 19808258). 

Claim 21 is drawn to a 12 mer peptide with residues as defined in the claim. 

The hydropathy values used are those of hydrophobic and hydrophilic (positions 
2, 5, and 9 are any of A, M, C, F, L, V, or I and positions 3, 4, 8, and 1 1 are any but A, 
M, C, F, L, V, or I, the remaining positions can be any residue). 

Evotec Biosystems disclose a peptide RVSNLAFTVNQT (page 5, line 13). 

Thus, Evotec Biosystems anticipate the claimed invention. 
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Claims 21-23, 27, 30-32, and 36 are rejected under 35 U.S.C. 102(b) as being 
anticipated by NCBI Accession # 540642 (protein). 

Claim 21 is drawn to a 12-mer peptide with residues as defined in the claim. 

The hydropathy values used are those of hydrophobic and hydrophilic (positions 
2, 5, and 9 are any of A, M, C, F, L, V, or I and positions 3, 4, 8, and 1 1 are any but A, 
M, C, F, L, V, or I, the remaining positions can be any residue). 

NCBI Accession # 540642 comprises SEQ ID# 2. 

Thus, NCBI Accession # 540642 anticipates fusion proteins that comprise SEQ 
ID#2 that are from virus coat (structural). 

Claims 21-23, 27, 30-32, and 36 are rejected under 35 U.S.C. 102(b) as being 
anticipated by NCBI Accession # 138800 (protein). 

Claim 21 is drawn to a 12-mer peptide with residues as defined in the claim. 

The hydropathy values used are those of hydrophobic and hydrophilic (positions 
2, 5, and 9 are any of A, M, C, F, L, V, or I and positions 3, 4, 8, and 1 1 are any but A, 
M, C, F, L, V, or I, the remaining positions can be any residue). 

NCBI Accession # 138800 comprises SEQ ID#4. 

Thus, NCBI Accession # 138800 anticipates fusion proteins that comprise SEQ 
ID#4 that are from virus coat (structural). 

Claim Rejections - 35 USC § 103 
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The following is a quotation of 35 U.S.C. 103(a) which forms the basis for all 

obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as set 
forth in section 1 02 of this title, if the differences between the subject matter sought to be patented and 
the prior art are such that the subject matter as a whole would have been obvious at the time the 
invention was made to a person having ordinary skill in the art to which said subject matter pertains. 
Patentability shall not be negatived by the manner in which the invention was made. 

Claims 21 and 30 are rejected under 35 U.S.C. 103(a) as being unpatentable 
over Hildt et al. (1995 Oncogene, from IDS). 

The claims are drawn to a cell permeability peptide that has the formula as 
recited in claim 21 and is 12 aa long or is defined by the sequence ID#s recited in claim 
30. 

Hildt et al. teach that the region of preS/S that is important for dimerization is the 
region of residues 41-52 (page 2063, column 1, third full paragraph, the same sequence 
as SEQ ID# 2 of the application). 

While Hildt et al. do not make an isolated 12-mer peptide of the sequence of 
claims 21 and 30, the text clearly points out the 12-mer region and one of ordinary skill 
in the art at the time of invention would envision a peptide fragment that consists of 12 
residues of the sequence taken from pre-S/S (41-52). One of ordinary skill in the art 
would be motivated to use the 12-mer peptide because it has been shown to facilitate 
dimerization and transcriptional activation. 

Thus, it would be prima facie obvious to make the 12-mer peptide of claims 21 
and 30 with the expectation of success because Hildt et al. point to a 12-mer region that 
has a specific function. 
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Conclusion 



No claim is allowed. 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Myron G. Hill whose telephone number is 571-272- 
0901 . The examiner can normally be reached on 9am-6pm Mon-Fri. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, James Housel can be reached on 571-272-0902. The fax phone number for 
the organization where this application or proceeding is assigned is (703) 872-9306. 

Any inquiry of a general nature or relating to the status of this application or 
proceeding should be directed to the receptionist whose telephone number is 703-308- 
0196. 




Myron G. Hill 
Patent Examiner 




